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I am enclosing a table which gives data obtained In experi- 
ments concerned. w I th the development of tolerance to LSD-25. 

Eleven subjects completed these experiments. The first 
5 subjects werfe, negroes j the last 6 were white. Two negro sub- 
jects, RE and GO, did not complete the experiment because they 

■/ 

got into trouble with fhe author! t ies (not connected with the 
LSD experiments). The res u l ts .oof a I ned with these 2 subjects, 
for comp I e t eiyes s sake, are shown below the totals and the averages. 
In the control experiment, all the subjects were given water at 
9 a.m. and at 9 p.m. On the fourth day, they were given 75 meg. 
of LSD -2 5 at 9 a.m.,‘ and questionnaires were filled out hourly 
for eighi fiuuf j . Clinical notes on behavior were kept. in the 
other experiment, patients received increasing doses of LSD-25' 

(10, 20 and 30 meg.) at 9 a.m. ond 9 p.m. for three days. On 
the fourth day, they were again tested with 75 meg. of, LSD-25. 

Half of the patients went through the water routine first; half 
went through the LSD first. 
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Results oa the ques-f lonna l res ‘ were estimated simply by 
counting the number of positive answers (those scored positive, 
after being scored negative prior to Ingesting the drug). The 
degree of the symptom so recorded was ignored. n Clinical grades 
were assigned by myself on the bas is of interviews during the 
test day and the day following. Criteria for the grades were 
as foil ows : 

0 - Absence of nervousness and apprehens Ion , 

1 -Nervousness and apprehens ion without distortion in 

shape or size of self, other persons, or inanimate 
objects, 

2 - Nervousness amd apprerhen s i on , plus distortions in own 

body image, other persons, or i na n ima t e ob ]ec t s , but 
without' hallucinations and with retention of insight, 

3 - Nervousness, aoprehension, distortions and elementary 

ha Hue ina t ions'. True ha I l uc i na t ions may be. present, 
but^insight apparently retained, 

4 - Same as Grade 3, but true ha I 1 uc 1 na t Ions present and 

insight lost. Grade 4 is apparently quite rare In my 
experience. 

Tabulated data -show that these patients gave an average of 

93 positive responses after three days on water and only 22 after 

three days on LSD-25. in terms of clinical grade, the averages 

were .1.95 after three days of water, and 0.6 after three days 

of LSD-25. r ^-. / 
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l Interpret m data as Indicating a very s I.gn i f I ea n t cfcgfee 

of tolerance after three days on these small amounts of LSD-25. 

Tolerance, hdwever, was not complete In 5 of the patients. Two 

of the patients, fO and GR , had very little response to the 75-mcg 

d ° se >. fbree d0YS of "***?, so the presence or absence 

^cbuld not be determined. 

I hope to confirm these results, using pup I I I a ry , b I ood 

' J 

pressures and reflex responses. In another experiment which will 
begin as soon as the dose-effect experiment which Is currently 
underway Is completed. 

I am currently carrying out another tolerance experiment 
In which patients will receive one dose of LSD-25 daily during 
an 8-day period in amounts increasing from 20 to 75 meg. I 
believe this particular schedule wi I I result in complete, rather 
than partial tolerance* If. this Is true, we will then be in 
position to attempt to determine how much the dose must be elevated 
to break through this degree of tolerance. 

I am sending * copy of the table and letter to Mr. Kornetsky, 
whom l am expecting to arrive in Lexington about March 15th. 

i have just received your letter of March 5th concerning 
8GL-I48,' and three vlaMs have arrived in the mail. This will not 
permit more than a very preliminary evaluation, but I will give 
you the results as soon as possible. 

Yours very sincerely. 
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n c I os ure 


Ha rr is I s be I I , M.D . 
Director of Research 
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LSD-25 


After 3 days 

H 2 0 at 0900 and 2100 

After 3'days LSD-25 110, 20, 
30 meg. at 0900 and 2100) 
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No • Pos 1 t T v e 

Clinical 
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